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(57) K»] * 
A-Ser-Arg-Gly-A 

)l^S>K. L-2-7if?^>*;^>K, ^P'J 
>, 3, 4-rkFn:/n'j>Rtfi^a->>^£ftft 



* HBO] TB-«W(1) : 
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[ftfrW#©«5B] 



(2) 

J 2 

* * mxmu tehKj£(D 

A-S e r -Ar g-G 1 y-As p-Tr p-OH (1) 



8-18 3740 



)V9S.>m, L-2-7V?iS>ti)l#>m. 7n«J 
X 3, 4-fk KD^DU>StfW3v'^eiW 

«*©&¥Wtcif&$n3«£#^#£ ux^rr 

rat** 2 ] i \zmmommi6m$$im® 
m t t r^rt sm^fiffl. 10 

[0 0 0 1] 

[gg±©fijffl#ir] mmmmm&mRVik 
£©&© e j:c;aii3» v>m n^omfe 

[0 0 0 2] 

[ft*©&ffi] ft&E£tt. £*BffBftfclT*** 
B*j^Ctt©«*fc^fcH4*'*BfiS«ttfcl/fc 

c©Ejt;a»ii*ifc*t!fc, • «n • 56»a: 50 
<h*©v*^32fc£ras#§i€fie;r an*. 
[0003] &mRfc<Dmm<Dmmv$>z&iim<Dik i g 

*^©B;£tt, KBBI;:&.&4»B&gftT& r> . c©ia 

n/t jbff MNSUMm e»a $ */t a Jh*s*#ctt 

fiBKLTZfcft^fcfMRU jKBBtt'vfcaa-r*. 



>*yu ttti*a*#t©«sfiuiJfc 

[0004] mtemm\zwa*nxto*i!waitx 
tfn-5t>©©KiA/i:wu cneoxfy^oi^. s 
ttfljattfc»jfeejii8©att*#ii*.fcD, #»fasffina 
©ajsaicks-iM h*-f >^E-©«©*fitt*w©*i« 
*B*-rs<8i«-e;&s. ttic*£ttttxs£c*»*«ft 

sas«, 0k&ff>mmiz^-oT\m-rv^fsb-v\tu^c 

*fe^ffl^*^XAM(cW©*fiMPiS (PS 

*o. «fco»fpffl©/hs<*»"3ii:«ajia6Kwr*#ss 

[0 0 0 5] 

BBBBBBB. Rtf3««»»»B*ittt**IJIU& 

/swttjttfittftftKWi/Twa-eaiD^wfpffl©** 

[00 0 6] 

[BB**tWS&»©¥B] BflUS#£tt<. J; OSS 

•6. stt{b^nfcit*e«©fflti^«j^s©T«^ 
<, ejiii*©ajfe4>?sttfl:-t©t>©*«iA*i:t«Eir« 

[0 0 0 7] ifi<F, BjfcttOlBircftSBft&N:. -r 
B¥6¥«*£ffcT«BSa*»») . BPS. 8ft*©B 

ejfc*©aMtC(63iT**«»tTra:<B*ufcejfc«© 

Bttfljfc'bB*l/TW&CfclC&*. 
[0 0 0 8] ^©J:5*ejJi«©aijt&^ 
Bttfc©EBi«fcUTB*«©BBa»B*>/1i'B 
^©-f >f^U >*^rLfc«B»B*«l«"r*«B«»B 

FftdOBBBBfeBBU BBBBibTfeWBT* 

s^tsambT. #§Bft*s&*-r*fc5o&. bps* 

#BWtt, TffiHK^(l) : 



A-S e r-Ar g-G 1 y-As p-Tr p-OH (1) 
>. 3. 4-5 ! fcFn:/nu>fttftf/ia5'>*Sfc* BBB*BBB«mj^& UTd^SBB^HCB 
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3 

[0 0 0 9] ±ie-fK5£(l)*©Att. 7s.;&zm? 
*30*S!L#7S/&Tttfc<, ±fB©<fc5fcL#7S 

/K©+rt)2ifficD-f5/s^-r5t)© (cure, 

^DU>, 3. 4 -ft HD^D ij 

a«i&ftT»sfb^ (troyj^s^K, L-2-7 

ata^-ym) Tab*. ±fB-«iCa)t©A*t, ±E 
© £ 5 & 7 5 J * £ftS l m 5 y BS£W1-©£ 

[0 0 10] (1) ^T^&SttfcKtC, 

(2) 75/*«*^D^>K^O±l2AitT^l/fc 

^^•cti<rc«tt±o. ^tc£®t;:#ft-rs7s/ 
«rf*9-' t? J: ±B-*a<l) ti* 

fss-c$>*. -entt, ±fe-«5£(i)T£3ns"WF 

©75/*«$«a-r^^«i:('J:D, 

A**T?«D5W)WiOftTfciBHT*#rt«»^lllOiai± 
STOW*. 

[0 0 11] (3) ±IBAtbT^Lfc<b^S:^^5 1 
Ftt©te£*T&-5Arg-Gly-Asp-Ser-0H(;:Jt^ ffl 
#«»»6nfc. £fc±EA£bT*t)fcte£^£*«:: 

jgAi-srt-e. &a©»sftg©*>/i*Mt::*f-rs 

m<D9Mtmm\zitK>it. w*>, ±e-«sc(i)-p*s 
n*^^Htt, **&««©Maii-asK*>/'<*itfc 
srrsss* &s«©eiiiiMfflS©fc«*BS'f a ^m? 

[0 0 12] fiU©J:3fcfflE&-e> ±B-JBK(1)T?« 
&&ft?*7?\t&RGDit&mZit'<VJlibft\Zft0km 
[0 0 13] ±EHK5£(l)TgSns^7'3 i Fi:&« 

sk, fcacf^snssaws 

«©ajll«©*£C#l/TB#fPffi**UTt>*Ci:* 



(3) ftS§¥8- 1 8 3 7 4 0 

[00 14] £fc» ±ffi-j85£(l)T3j£n5^7 r ^F 
D^^?>S^<!:SJSIfi©7^ ^D^i75 1 >a:©<> 

r^u >zftLitttE.ftmz%>&mzm&?zftm*G 

LTfcO, ^^©ffittftR^m^lCtS-r^^-D 
-f*>l©ll[Hl*«HWr*fPfflt))«*T**. -©cb5 

t, *«w©fl:^i»B, «*aas©ejnu*©ai^*«i 

[0015] ±i3-«s:(i)Ta$n5^y5 i KSfe« 
±fctLT*#mz£±mt&®-c$>z. w. *hj«ii» 

KfcV>T. 75 'V/J'r*. -5-©ffilCMtTfflS^-C 

B*«iE*J:tf*:fflfl:*a^ (iupa 
C) . H®£fc#iIS (I BU) CD*MDfcV>»tt!g#* 

a? fcfcw-<&tSfflffi^»csE5t>©i:-r«. s&, senate 

■6. KTfc*©fl*jRf. 



[0 0 16] 




A r g : 




Asp : 




G 1 y : 




S e r : 


■fe>J> 


Trp : 





50 [0 0 1 7] ±B-«SC(l)'C**n*^f l HH:, * 
IK©7S/Sg£*iJfflUT. ffi^ftif f£Tgg \Z&&-fZ 

ztwusz. tut>*>. ^^ntmz^xw^m 

»&n«#tfU ff*J£ W F (The Peptide 

s) J ®14I (Schroder and Luhkelf, Academic Press, 
New York, U.S.A. (1966 30 3 , r^^H^f$©S 

figt^^j c^s«*e»*^#(«) d985¥) 3 mzm 

««ftStfB*tt©VvfnCJ:oT l b»8T!**. $6 

(c. A*5/^©v»-rn©*fefcffl^s^t^ 

[0 0 18] ^^HilS^S^-rSfcfeWfig^fei: 

£#-C#-5. ft*. Hffij£T©iBS^SJStt±ISLfc*}£ 

[0 0 19] S^IC, Hffi^T^y^H^SMfi-rSi: 
50 C*«75y«*fflV»**«»«tK»UT^»ft 




(4) 

5 

fctta«tf*i«n?*iBs**ALfc«MB*\ state 
Bscac**— y— ft#Ab&t»o. wcafricj:? 

T«*©ttBfT?«KT*5A>H^ (handle) tfW* 

E©J;3fc«HBibTtt. a*.«. i'DD^fjUM 
£©An*^BB. tt->^JW. 4- 
*9MW -7xx;|,7-feP75 P^HSMi, 4- 
^S^WM -7x/*v*?;HStIM. C*75Mbffl 

BB&£«a*f * £ t*«-c€r*. ^ 
[00203 a*. cn&oasafctfr&'Sttfc. a 

*&»©*»£*? TSBa'&R*fcB4Lftv>*;M< 

* s/;ua*7 s j &*7)i*- yn&^toify-y ps 

*££:<&-?£*. 

co o 2 1] «a^atffl^s«astLTtt, 
*©#Bfc*v»Ta*av>&nTv>*«Bai, a*« 

J/Xfe^X (Protective Groups in Organic Synthesis) 20 
(Greene*, John Wiley & Sons, Inc. (1981)) m\zW6. 

*ftT^*«aafcJ:-3T«aT*£fc*«w«-e**. 
aaatuTHt. a^uit-T^a, "oswa. mj 

***l'VA&, rh7/W Hne5rykS*S*tf* 

[0 0 2 2] *;^*^a©aa*tuTtt, 

IXfJK p -xhD'<>i>>XX5Mk t-73MkC 

xt;k nA*->;nxr;woiMaoffiai 30 
zmfz^ttf-azz. 7s/g©«a«£UT«, 011 
^>^;k**->;*j;k#x;ua, t -7P*->;*j;v 
#x;PS, -f v#;kr:;kf*x*7;U3tfx;>S, 9-7^ 

*. 

[0023] 7;u*x>sa*©7*7x$vg©#&« 

il/Ttt, BA.& =f-D$, h^Jim. *i&U>7> 
)V7*-)Vm. 4-*h*'>-2, 3, e-MJ^JV 
^>-tf>x;P7*x;^, 2, 2, 5, 7, 8-^>* 
*^*nv>-6-x;P7*xA*a*atf*::fca« 40 

T#*<, 

[0024] lumiri'frmai&mkznrzbntLT 

75>F ; ^>^7J^D7x/-;k 2, 

7x/-jk ->7y^^;i/7;i/3-;k p-zhn7i 

/-;k N-h FD*->3A£B'f 5 P, N-fcPD* 
i/-5-y;i'#^>-2, 3y*^*'>5H, N- 

[0 0 2 5j 73/a©SttflS3nfct>©i:l/Ttt. S 50 




4$BB¥8- 1 8 3 7 4 0 
K75 /aK»lW**»75 H»*»»f*Ct«»T* 

*. ^^p'&ifcci&ofii^sjfcti. a«»at»rtf* 
t>n*. saaati/Ti*, a*.«. jdd^m. s> 

^DD^X SfBX^k N, N-5>*?Jkiv>l/A7 

5 p. ^*^;ux;k**vP\ kus», 9**nr>* 

Th7kh'D77>, N-*5\)HfnU PX *. 

xtt. cn6©a^*ft*tf*i:t*tT* 

*. SK«S^K^©H^fi«tt, ji«©«^<!:^ 

«K, -arc~5TC©BBT?fT&3£ii8*TS*. 
[0 0 2 6] SSfc, #fg9i©^7>F8?jgIgK:$3tt 

*«aa©Bias^©aatt. *7*^fb£icbb*-* 

JtTCfMHiaiiK***!: t««T**a0 fc*V»T. 

a^*«a»©a«c*UTajRr*j:i:««T?**. a 

;>*>a, HJ7**ni**>x;i'*>a, 

D^a, xttcns©»^*aKj:*«ffl«, *afl:*- 

p»j*a. *afl:*U'7A, tH?y>, s>x^;k7s 

7«t»K*»t*^- p u ^Aaa^9^i>Aaak:j:*a 

7c;&tf. r-U^5 L Jk>UJVP'J75-r-, PUjWI' 

>>u;w7nv-f pa©5/u;wkaaa««a»f en*. fc 
±E©axtt->ujwidwaafcj:*R«a»s*:t 
*snTii. 7xv-;k 7x/-;k £U-iA-;k 5^ 
7xy-jk x^>-^5 1 ^-ji/©$n€r*5 1 ^->«£?FJ^ 
a jo-r * © tfaaaarastfaan cat? a n* t v> 5 

[0 0 2 7] £*, B«8T?£ai<fc' , <7'^F©B«*» 

s©«a*a , ba«a«©»aKa5. a*a. ±e© 
axtts/UM:aKJ:*»aa*aa«a*ftiUT» 

[0 0 2 8] c©±5fcbT»asnfc±i3-»a;(i) 
rasns^T'fHfcauTtt, ±fE©-»©Kj£©if$ 
7«ca«4i»©»a. aa*R*B«-r*ct*»T* 
*. a*.tf> atu. »e. *?a^d 
vp^77^-^ic«k-3T> j:Daaft!fl»fc*Tr*«a 
p *iR#-r * C £#T£*, 

[0029] SEfc. ±a-asc(i)r«sn*^^H 

©«tbTtt, ±IH^7"9 1 P©«lSlc*5^*HJt£:^ 

frK<toTasn*t)©*^f6n, A#;W(c«tsK, 
esa, aa. 'j>Bfc£©a«a*a;m aa. 7* 
nbr^->a» ^'j3-)«. nA^a. u>^a. 
a. i^x>a> PU7;v*aaaa©waaa;^P'j 
9 a. *u«>a, a©7^*uaaa;*^5"7A*a 
©7^*u±*aaaa; 7> ; ex^a < x^s-jut 

a75>aa«a«f*ct««T*. *«a-ctta*«c 
aaan*«*«ar*. 

[0 0 3 0] *aa©aaaaB«Haj:caiaM9M© 
s#jiisi:bTtt. sraaaj:tfaaicj:*aBA^ 
©a-»«t*W6n*. c©«^k«. ±ehb«(i)t 
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(5) 



8-183740 



8 



[0 0 3 1] *^BJ(Di9SBa^»IB#J[iJ*ir;tt^ 
ffi?FJ©fi:#»te, #2 1 kgSfc 00. 05~50mgO«SHrtT 

[0 0 3 2] 

[SSJ60I3 BIT, SOt«tJ:D*«iHft«kDft#Wfcl!l*a? 

Pyroglutamic-Arg(Mtr)-Gly-Asp(OBu 1 )-TrHMB 

* [*1] 



ffc-&#)l : Pyroglutamic-Ser-Arg-Gly-Asp-Trp-OH 
•fb-&^2 : Orotyl-Ser-Arg-Gly-Asp-Trp-OH 
JttfcW : Arg-Gly-Asp-Ser-OH 

t, ft-&«2tt, Tie©siji^2(c^-r^ST-&<$u 

[0 0 3 3] 

jfrpjftj: : Pyroglutamic-Ser-Arg-Gly-Asp-Trp-OH ©-p- 
TB5$(2) : 

HOCHj -Ph(l, 4)-0CH 2 -Ph (1, 4)-Polymer (2) 
TSStl-Sp-alkoxybenzyl alcolhol H(Trp©3JAS: 
0.87ieq/g;BACHEMtt®)8tffi 0.275g(0.25mmol) SEJfc 
U DMAP#ftT. Fmoc-Pyroglutamic (Fmoc : 
9-7;V:frl'-JM r-*v#>)k#X>k Pyroglutamic : fcf 

iffiiMX5 L y7 , £«ii0igU TEj£(3) : 
(3) 



[0 0 34] 



Xry7 




mm. 

(ml/step) 


1* M Eft 

(#) 




1. 


DMF 


30 


1 6 




2. 


20Xpiperidine/DMF 


6 


2 1 




3. 


20Jtpiperidine/DMF 


6 


20 1 




4. 


DMF 


50 


1 10 




5. 


Fmoc-amino-acidi 


6 


2 * 1 



H0BT/DMF(§3^M) 
D I PCD (3I5S)** 



6 



120 



ii : di isopropylcarbodi iraide 



[0035] # zwt&m*-?? mm o t© f u 7 

T, 1M bU^^^U^DVi' FilM ^7X7 

-;u-?ii$ffl$&g£f?-3&. a*ft«+-chu^?^ 

•j;p7D-9"f FSSm SMi*»£U WRfc^xg 1 
^x-^ftJWfrTfcfc^Tio*., ««*>6«»f*nfc 

-10 (7r;l^>7tt§?) SS^i:tfcy;Ui9ifl^D 



50 



£©ffi^7'3 1 F£i5>ti£#i'nvh7*7 
7-f — (HPLC) [#5i»:0DS 5Ci s (m bondaspher 
e, <p 20x150mm), (A) 0.1STFA, (BHOOXCHsCN/ 

0.1JSTPA, gradient : (A) : (B)=80:20 ft*> (A):(B)=70:3 
0, 20#M. mm 17ml/min] fc-aRBU HIC-^tx 
•y 7 7. G -25«a*#tr*y;WliilC <fc OtfiS&t U 

t, mamktz z.t\z^r> gmcnts® 1 : 

Pyr og 1 u t am i c-Se r-Arg-G 1 y-Asp-Trp-OH 
SlOOmg #&. 

[0 0 3 6] 75/g#flr(6N HCl+phenol, 24hr, 110 
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(6) 

9 

Asp 0.8 6(1) 
Ser 1.0 0(1) 
G 1 u 1.12(1) 

G 1 y 1.22(1) 10 
Trp - (1) 

Ar g 1.13(1) 

(0 0 3 7] HPLCfttiT 
Cosmos il 5C18-AR (4>4.6 X 200mm)* 5 A x 
X?tt&) ftJIJK 858 LOml/iinT?, 0.1*TFA*7-fe 
I- UM0~40*(60#) ©gradient®tijT©#«THP 
L C T«^Nfffll4. 0#©#- f Lit, 
FAB-MS : M+H trgfilt731. 3, S8BH&731 

[0 0 3 8] CWfiM2) 
fc£ife|2 : Orotyl-Ser-Arg-Gly-Asp-Tfp-OH ©&J& 20 

tW«<D3!r*KJ:oT. ^S©^7> F £100m 
g -g-jESUfe. 

75/K^S(6N HCHphenol, 24hr, HOt;) 

Asp 0. 8 6 (1) 

Ser 1.0 0(1) 

G 1 y 1.2 6(1) 

Trp - (1) 

Ar g 1.0 0(1) 

HPLCM 

Cosmosil 5C18-AR (*4.6 x 200mm) #7 A W-#9-fT- 30 
X^ttS) £fflV>. l.Oml/min-C, O.lXTFA+7-fe 
h 'j;H0~40S(60#) (Dgradient^tb-C^^tlfHP 

l c Tft^ffl2o. o#©m- \L-9 

FAB-MS : M + H trgfit758.3, &MI758 
[0 0 3 9] SOfiffl] 

aufia-sigasitu-ctt, is^7-y> 

X, t yp e 1 -c) *5&tf7.<c7a*{??> (kh* 

ens ©warns** 

[0040] wm9i&m9>w?n&m7i'-h<Dtt 
m 3 «KTpB3.oicsia5Ufc^aft«* 

T*RU 100w g/mUCiB«L,fc*S?fl?JKSK*»Cffi 
fflUfc. 7^7n*^M*pH7.4©U>&i!g« 

mtt&mfi.t&* («t, PBsturr. ) t*ru 

20/tg/ilfc||»UM!l/fc. 
[0 0 4 1] lS!3 7-y>K»7V-r>£fe 

lS3 7-y>©#»TO£0.4ml-fc>2 
4ft©7'7X3 1 y:?7>-M::An. 37ST?-«6fffit 50 




ftW¥8-l 8 3 74 0 

10 

WiftifflSaoKS*B*<'iM-C3%4 : Jfii«7;i'75> (-> 
yvtt) fc^trPBSfcSftlCAn, 37 < CT1~2I$IW 

iaaufc. &&KPBs-c3iH]isfc#bi!!3 7-y>& 

8©#*fcTS85i7V- h«fls*Lft. 
[0 04 2] (M!ia&«ISg?£tt©iBI£) k hMM«» 
BR«tt)'\A'J>SJjllKT«mLfcJfillS*. Flcoll-Hypa 
auefi^S (tfcfi=1.114) Sffl^T&Mrfcffia (30 
Og, 30#) SffK »*8jt©#iB£#*SlRL&. £K 

u >ggisaf4i!***t? 2 u mm 

!I©$ffIfc#B£±gE02a£©3-h7' 

<8>©#ft~FT, Mn30»W^a^-i'3> (37 
t:, 5%C0 2 +95%Oj) £fro£, 30^fc^a**S 

[0 0 4 3] Hiti, zfl>-hlz®mtL1ty 4 zf a* 

mz^xm^umwimm-v&z. **woft^*iR 
#©&;»£«]lwbfc. 

[0 0 4 4] Z\<D£z>\Z. ±E-l8iC(l)T«Sn*^ 
ttfcJflHWLfc. COHttt, *HHctt7.f 7n*0? 

>, »ajg©sa«^'f7'©3 7-yx K\-u*v=f- 

[0 0 4 5] «««2] ±EHRSC(i)Tr*sn*^ 
^FftfeajatoKCftfH/, V7X!C 200mg/kg©8!l 

&. 

[0 0 4 6] 
[0M©lffi*^ra] 

[01] SISbW l Hfflft;Lfc7^7n^ ; ?? 

>^©#«fi*©««ic*f'r^ai*if^ffls^-r0Ta5^ o 
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(7) &B8¥8- 1 8 3 74 0 

11 12 

[0 2] mt&mi\ztovz>> ®fflti>tt?->f>^<D &*n<»&ig\zftt%wuftm*7frtw-(!bz>. 
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